ьььььььььььььььььььььььььььььььььььььььььььььььььььььььььь 1423 Vascular calcification increasingly afflicts our aging and dysmetabolic population. Once considered a passive process, it has emerged as an actively regulated form of calcified tissue metabolism, resembling the mineralization of endochondral and membranous bone. In this review, we discuss the biology of vascular calcification. We highlight how aortic fibrofatty tissue expansion (adventitia, valve interstitium), the adventitial-medial vasa, vascular matrix, and matrix vesicle metabolism contribute to the regulation of aortic calcium deposition, with greatest emphasis placed on diabetic vascular disease.
Intrinsic Fluorescence and Diffuse Reflectance Spectroscopy Identify Superficial Foam Cells in Coronary Plaques Prone to Erosion
George O. Angheloiu, Joseph T. Arendt . . . Michael S. Feld ььььььььььььььььььььььььььььььььььььььььььь 1594
We demonstrate that intrinsic fluorescence and diffuse reflectance accurately detect coronary plaques with superficial foam cells associated with proteoglycans and smooth muscle cells, 2 markers of coronary erosion. This is a step in our program to develop spectroscopic techniques for real-time in vivo diagnosis of vulnerable atherosclerotic plaque.
Identifying Inflamed Carotid Plaques Using In Vivo USPIO-Enhanced MR Imaging to Label Plaque Macrophages
Rikin A. Trivedi, Chinthake Mallawarachi . . . Jonathan H. Gillard ьььььььььььььььььььььььььььььььььььььь 1601
The in vivo detection of plaque inflammation was evaluated using a macrophage labeling MRI contrast agent. Areas of focal signal loss on MRI corresponded to macrophage populations, thereby identifying inflamed plaques in 24 of 27 symptomatic individuals with severe ICA stenosis were detected and confirmed histologically.
Coronary Atherosclerosis and Alcohol Consumption: Angiographic and Mortality Data
Romana Femia, Andrea Natali . . . Ele Ferrannini ьььььььььььььььььььььььььььььььььььььььььььььььььььь 1607
In 2141 consecutive patients undergoing quantitative coronary angiography for the clinical work-up of ischemia, moderate (Ͻ231g/wk in men, Ͻ154 g/wk in women) alcohol consumption was associated with less coronary atherosclerosis and a lower risk (HR, 0.84; 95% CI, 0.71 to 1.00) of cardiac death at follow-up independently of classical cardiovascular risk factors. Genetic associations with early-onset myocardial infarction were identified by testing successively fewer SNPs in 3 consecutive case-control studies. Thus, 11 647 SNPs were tested in the first study, 666 in the second study, and only 8 SNPs were tested in the third study.
Gene Variants of VAMP8 and HNRPUL1 Are Associated With Early-Onset Myocardial Infarction

Identification of a Novel C5L2 Variant (S323I) in a French Canadian Family With Familial Combined Hyperlipemia
Michel Marcil, Hai Vu . . . Katherine Cianflone ьььььььььььььььььььььььььььььььььььььььььььььььььььььь 1619 DNA sequencing of C5L2-ASP receptor identified a heterozygous Ser3233 Ile substitution in the carboxyl-terminal region. Eight heterozygous family members demonstrated increased plasma triglyceride, cholesterol, LDL, apolipoprotein B and ASP. C5L2(ϩ/Ϫ) cells had reduced ASP response and B max . S323I may alter C5L2 function and contribute to familial combined hyperlipidemia.
Thrombosis
Biologically Active CD40 Ligand Is Elevated in Sickle Cell Anemia: Potential Role for Platelet-Mediated Inflammation Sheritha P. Lee, Kenneth I. Ataga . . . Leslie V. Parise ьььььььььььььььььььььььььььььььььььььььььььььььь 1626 CD40L is elevated in plasma but depleted from platelets in sickle cell anemia (SCA). These differences are exaggerated during painful crises. CD40L is implicated in SCA plasma-induced production of tissue factor, ICAM-1, and B cells, suggesting that platelet-derived CD40L contributes to inflammation and coagulation in SCA.
Local Heat Shock Priming Promotes Recanalization of Thromboembolized Microvasculature by Upregulation of Plasminogen Activators
Martin Rücker, Thilo Schäfer . . . Michael D. Menger ььььььььььььььььььььььььььььььььььььььььььььььььь 1632 Using a rat thromboembolization model and intravital fluorescence microscopy, this study demonstrates that heat shock priming induces endothelium-derived plasminogen activator expression in vivo, and accelerates spontaneous recanalization of thromboembolized microvasculature. This was completely blunted by application of plasminogen activator inhibitor-1. Thus, heat shock induces endogenous hyperfibrinolysis, which promotes recanalization of thromboembolized microvasculature.
Two-Phase Antithrombotic Protection After Anti-Glycoprotein VI Treatment in Mice
Valerie Schulte, H. Peter Reusch . . . Bernhard Nieswandt ььььььььььььььььььььььььььььььььььььььььььььь 1640 Collagen and thrombin are major platelet agonists. The collagen receptor GPVI is an attractive antithrombotic target because its inhibition/absence results in profound antithrombotic protection but no bleeding in mice. We show that mice treated with the anti-GPVI antibody JAQ1 transiently display reduced platelet responses to thrombin and protection against lethal tissue factor-induced thromboembolism.
Clopidogrel Improves Systemic Endothelial Nitric Oxide Bioavailability in Patients With Coronary Artery Disease: Evidence for Antioxidant and Antiinflammatory Effects
Thomas Heitzer, Volker Rudolph . . . Stephan Baldus ььььььььььььььььььььььььььььььььььььььььььььььььь 1648 Platelet adenosine phosphate receptor blockade by clopidogrel improved endothelium-dependent vasodilation to acetylcholine and vascular bioavailability of nitric oxide in the human forearm of patients with symptomatic coronary artery disease. In addition, inflammatory parameters, ie, hsCRP, sCD40L, and RANTES and oxidative parameters, ie, 8-iso-PG F 2␣ were reduced. These findings support the concept that activated platelets contribute to endothelial dysfunction and impaired nitric oxide bioavailability. The hemostatic factors fibrin and activated platelets cooperatively provide the local cues for CD34 ϩ cells to escape (tether and roll) from flowing blood, migrate towards an injury, and differentiate into a more mature endothelial phenotype, ultimately leading to repair of a vascular injury.
Fibrin and Activated Platelets Cooperatively Guide Stem Cells to a Vascular Injury and Promote Differentiation Towards an Endothelial Cell Phenotype
Less Effect of Intranasal Than Oral Hormone Therapy on Factors Associated With Venous Thrombosis Risk in Healthy Postmenopausal Women
Majoie Hemelaar, Jan Rosing . . . Marius J. van der Mooren ььььььььььььььььььььььььььььььььььььььььььь 1660 This randomized, double-blind clinical trial in 90 healthy postmenopausal women compared the effects of intranasal E 2 /NET and oral E 2 /NETA therapy on nAPCsr and on other hemostatic parameters associated with venous thrombosis. Effects in the intranasal group were smaller than in the oral group, which may suggest a lower venous thrombosis risk.
Soluble CD40L Levels Are Regulated by the ؊3459 A>G Polymorphism and Predict Myocardial Infarction and the Efficacy of Antithrombotic Treatment in Non-ST Elevation Acute Coronary Syndrome
Anders Mälarstig, Bertil Lindahl . . . Agneta Siegbahn ьььььььььььььььььььььььььььььььььььььььььььььььь 1667 Elevation of soluble CD40L was associated with myocardial infarction in the FRISC-II trial, which enrolled 2457 patients with acute coronary syndromes. A prolonged dalteparin treatment was more beneficial in patients with elevated sCD40L. The Ϫ3459 AϾG SNP in the CD40LG gene was identified as a novel regulator of sCD40L levels.
Dietary Factors Related to Higher Plasma Fibrinogen Levels of Japanese-Americans in Hawaii Compared
With Japanese in Japan Katsuyuki Miura, Hideaki Nakagawa . . . Jeremiah Stamler ьььььььььььььььььььььььььььььььььььььььььььь 1674 We investigated whether dietary factors explain higher plasma fibrinogen levels in Japanese emigrants living a Western lifestyle in Hawaii compared with Japanese in Japan. Data from this epidemiologic study indicate that higher intakes of iron, sugar, and caffeine, plus obesity, account largely for higher fibrinogen levels with Westernized lifestyle.
